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Attorney Docket No.; 5573.2Q0-US 

PATENT 

in the united states patent and trademark o mcE 

In re Application of: Pasehka at al. 
Application No.: 09/537,809 

nun • Group Art Unit: 1653 

Filed: Juno 2T , 1 8S9 

Pnr ~„ Ewrnlner: D. Lukton 

For ^poun^^Ho^^^^^ 

DECLARATION UNDER 37 CFR 1.13 2 

wSSZ^S^ ton ^ r for Stents 
Washington, DC 20231 

Sir 

I. Bemd Peschke. do hareby state and daeiare that 

1- l am a clttean of Germany rasldlng | n Ma/av, Denmark. 

<«t compound, war. admlnl*.,*, JlaZ, ZTT ' lnW «i" «' <"«V 0. Th. 

— co^srirrrrrrrr r* 48 ^ 

compounds. ° to to6t a maximum of five different 
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""-nutation. ' 1 hour pHor to alfmulaton un tl, 3 houra ^ 

* Samples 10 and u h l^T ° ^ - «-«P— i 
«« Thk, da* ^ * "° CTmPOUnd I" B-mp,. „ 
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Tn vivo QH- release" 
_fr> swine fnq/^n 




betor. blcod (v .^~2 *"« ' — • * pertod 

c*h.»r) h, eBM „„„„ „ ^ COT " S ' "<"■'"'*» 9«W= (do^n. 
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experimental animate end drvumwo^ ». 

9 pew* wtth wpec t to tha number of animals per test subatanc*. 
In a typical experiment series, approx a s mnjv* tn 

Statistical a ntf» S | Biei j eu | altono , 
*. O*. (Harmony, and ^. l0 ma]dnium M ^'^2 a " me ' ere SU * - A ™ «nd.r 

<W.12> safefe. p«±a 8 a. " 0r,S wr. don. urtng ft. SAS 

-> ^ orowh ^rrzir : rzr^ » - - — 

mora po t.„ t ^ S .A ml ^„!^T ' ^''^"^ And It fc 

dlsdosed in U.S. Patent No. 5.977.178. ^"^tnyOamlde (NN-703) 
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under S.cto, 1001 „ ^1 ^JT^ TV?** "* *" * »°th. 
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B«rnd Peschke 
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Attorney Docket No.: 5573.200.US 

PATENT 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: Peachks et al. 

App.fea.bn No, 0*337.809 Group Art Unit 1 663 

Rted: June 2 1., 9 99 Examiner D. Lukron 

Confirmation No: 9496 

For. Compounds WHh Growth Mormon. Reiaashg P fopertieg 

DECLARATION UNDER 37 CFR 1.132 

Assistant Commfeeloner for Patents 
Washington. OC 20231 

Sir: 

I. Bemd Peechke, do hereby state and declare that 

1. lama citizen ot Germany residing in MeJev, Denmark. 

2- I have a doctorate |„ chemistry end am currently a research 
chemist for Novo Nordlsk A/S. I em ..so a counter ot „. present .nventlon. 

3. I have read and am family with the present patent application and 
*» Office Actf on dated May 7. 2002 end pndersrand that the Examiner would 
Wee a showing of the baseline growth hormone Isvel. 

4. In support of the present application, the following experiments 
were performed. 
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5. Female Danish slaughter pigs were ordered with a weight range 
between 35 and 40 kg ft*, weight at time of delivery. The pigs had a minimum of 
2 weeks to acclimate to their new environment before they were implanted with 
catheters. Pigs had a minimum of 3 days to recover from surgery before they 
were dosed wRh compound. 



6. Stomach catheters were Inserted Into the pigs using the following 
procedure. 



a. Each pig was fasted tor 24 hows before surgery, but had 
free access to water. On the day of surgery, the animals were anaesthetised with 
a mixture of: Zoleifl, Xyleiln, Ketamlnol and Methadone. Iml/I5kg BW of this 
mixture was given l.m. to induce anaesthesia within smin after Iniectjon. Atropin 
(0.05 mgAg) l.m. was given wHh the above mixture. Once the animal had lost 
consciousness, an ear vein catheter was inserted to gain venous access. A 
standard dose of antfcfotic (Novocil*) was given l.v. at that time. The flank and 
the neck of the animal were then carefully dipped and shaved outside the 
operating theatre. The shaved areas were thoroughly disinfected with 
chlorhexJdlne and fodlne solution. All surgical procedures were performed under 
strictly aseptic conditions. 

b. The animal was positioned on the operating table and an 
endotracheal tube was Inserted. Total relaxation of the pig was Induced by 
administration of a MOml Propofol (SmgAg) (Raplnovet) bolus. After Intubation, 
anaesthesia was maintained by M.5% isoflurane In 2 l/mln 100% oxygen. Each 
pig wsa kept on spontaneous respiration. All vital data were noted on the 
anaesthesia protocol. The pig was also connected to a saline drip infusion (5oo 
ml/D) to stabilise its cardlo-vascular system. 
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* 800 artery were dissected a** 

fitted on 20 cm with a silicon* eath«»* T k. «. . «ss*ctea and 
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4 * y8 after *W. All blood sampling catheters were ti.«.h«* * * ^ 

of saline for the first* d ays ■„„ ffwL * ^ 10 ml 

Lmole is p,0eedUr * WBS u " d * <ne compound of 
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period between doses Plasma 
radioimmunoassay. Mly validated for porcine ptoma. 

8 ^ rB8ute «re shown in the figure below: 

Growth hormon. response to increasing doses of ExaJnptB 15 
Pi9« w,re dosed p.o. at time 0. Data are rnsontSEM. 
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The results indicate that administration of the compound of 
Sample is, which la encompassed by th. Calms of the Instant application 
Increases growth hormone ta v., s , n a dependent manner within Is notes' 
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of administrate CCHy, the growth he™, tevel [s ^ 

^ aft8r ot 5000 nmettg and 15000 nmo,*g of the 

compound of Example is. 

10. I declare further that alt statements made in this Declaration of my 

own knowted* am true and that all statements made on information and belief 
an, believed to be true and further, that these statements were mad. with the 
knowtajge that wilrTu. false statements and the Ilk. so made are punishable by 
fine or imprisonment, or both under Section 1001 of Title 18 of the United States 
Cod. and that such willful **. statement, rnay^pardfce the validity of th. 
application or any patent Issuing thereon. 



Date: U/o^tv- r, loot 



Bemd Pesehks 



